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ABSTRACT
Background rapid automatised naming (ran) and 
rapid alternating stimulus (raS) are reliable predictors 
of reading disability. the underlying biology of reading 
disability is poorly understood. However, the high 
correlation among ran, raS and reading could be 
attributable to shared genetic factors that contribute to 
common biological mechanisms.
Objective to identify shared genetic factors that 
contribute to ran and raS performance using a 
multivariate approach.
Methods We conducted a multivariate genome-wide 
association analysis of ran Objects, ran letters and 
raS letters/numbers in a sample of 1331 Hispanic 
american and african–american youth. Follow-up 
neuroimaging genetic analysis of cortical regions 
associated with reading ability in an independent sample 
and epigenetic examination of extant data predicting 
tissue-specific functionality in the brain were also 
conducted.
Results genome-wide significant effects were 
observed at rs1555839 (p=4.03×10−8) and replicated 
in an independent sample of 318 children of european 
ancestry. epigenetic analysis and chromatin state models 
of the implicated 70 kb region of 10q23.31 support 
active transcription of the gene RNLS in the brain, 
which encodes a catecholamine metabolising protein. 
chromatin contact maps of adult hippocampal tissue 
indicate a potential enhancer–promoter interaction 
regulating RNLS expression. neuroimaging genetic 
analysis in an independent, multiethnic sample (n=690) 
showed that rs1555839 is associated with structural 
variation in the right inferior parietal lobule.
Conclusion this study provides support for a novel trait 
locus at chromosome 10q23.31 and proposes a potential 
gene–brain–behaviour relationship for targeted future 
functional analysis to understand underlying biological 
mechanisms for reading disability.
InTROduCTIOn
Reading disability (RD, also known as develop-
mental dyslexia) is a complex neurodevelopmental 
disorder characterised by difficulties in reading 
despite educational opportunity and normal intel-
ligence, and is the most common neurodevelop-
mental disorder diagnosed in children ages 5–18 
years, with a prevalence of 5%–17%.1 The genetic 
component of RD is strong, with family and twin-
based studies estimating moderate to high herita-
bilities >0.50.2 To date, at least nine susceptibility 
loci for RD (DYX1-9) have been identified through 
linkage mapping and replicated in several indepen-
dent populations, along with several candidate risk 
genes including KIAA0319, DCDC2 and DYX1C1.2 
However, variants in these candidate genes and 
loci do not account for a substantial portion of the 
estimated heritability.3 In addition, genome-wide 
analyses predicated on quantitative measures of 
reading ability and case–control status for RD have 
identified novel variants but have had little success 
attaining genome-wide significance.4 This could be 
explained by low sample sizes in the studies, but 
another reason may be phenotypic heterogeneity of 
the RD phenotype.
One approach to studying the genetics of 
complex trait disorders such as RD is to examine 
relevant endophenotypes. An endophenotype 
is a quantitative trait measure that is correlated 
with a disorder or trait of interest due, in part, to 
shared (pleiotropic) underlying genetic influences. 
For a phenotype to be considered an endopheno-
type for a complex trait disorder, it must have a 
genetic component, be independent of clinical state 
(affected or unaffected), cosegregate with disorder 
status in a family and have reproducible measure-
ments.5 Endophenotypes are conceived as being 
closer to the underlying biology than the corre-
sponding complex disorder. This could improve 
the statistical power to identify genetic variants 
through larger effect sizes. Two potential endophe-
notypes for reading proficiency that satisfy these 
criteria are rapid automatised naming (RAN) and 
rapid alternating stimulus (RAS).
RAN tasks require sequential naming of visu-
ally presented, familiar items (eg, objects, letters, 
numbers or colours) as quickly and accurately 
as possible. RAN has been described as capturing 
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into cognitive subprocesses critical for reading, such as auto-
matic attentional processing.6 Reading and RAN performance 
are moderately correlated (0.28–0.57), with deficits in RAN 
performance observed in 60%–75% of individuals with RD.7–9 
Furthermore, performance on RAN in kindergarten is predic-
tive of later reading fluency and is stable through elementary 
school.10 11 RAN deficits even persist into adulthood.12 13
RAS tasks are similar in overall design to RAN tasks but involve 
sequential naming of items across alternating stimulus categories 
as quickly and accurately as possible (ie, alternating letters and 
numbers). RAS tasks evaluate the ability to direct attention while 
performing an automatic task like sequential naming.14 RAN 
and RAS are highly correlated (0.85), and like RAN, RAS perfor-
mance can differentiate poor from typically developing readers 
and is highly predictive of later reading ability.14–16
RAN has a strong genetic component with heritability esti-
mates ranging from 0.46 to 0.65.17 18 To date, several family-based 
studies have identified novel genetic loci linked to RAN and RAS 
performance, with some studies also supporting linkage to other 
previously identified DYX loci.19 The majority of studies focused 
on linkage mapping, while the limited number of association 
studies on RAN and RAS directly targeted the strongest candidate 
genes and/or variants identified for RD from the available litera-
ture. However, a recent genome-wide meta-analysis and multivar-
iate analysis of RAN Digits, RAN Letters and RAN Pictures found 
significant associations with rs17663182 in chromosome 18q12.2 
in a sample of 2562–3468 European individuals.20
Notably, genetic studies of RAN, RAS and RD were previ-
ously conducted on samples of largely European descent. 
This is problematic because for causal variants, differences in 
observed allele frequencies and linkage disequilibrium (LD) 
between populations could lead to associations observed in one 
population but not in another. Furthermore, lack of diversity 
in association studies leads to missed opportunities to identify 
novel trait loci present in certain populations, thus limiting 
the identification of biological clues surrounding the aetiology 
of a complex disorder.21 Using a single population to identify 
disease-associating regions constrains the ability to generalise 
relevant findings to other populations, and severely limits the 
benefits of biomedical research to only those populations with 
selected demographics.22 23
The present study aims to identify shared genetic factors that 
contribute to covariance across RAN Objects, RAN Letters and 
RAS Letters/Numbers using a multivariate genome-wide associa-
tion study in 1331 unrelated children in the Genes, Reading, and 
Dyslexia (GRaD) study, a case–control sample of RD in Hispanic 
American and African–American youth. It builds on previous 
studies that investigated the genetic underpinnings of RAN and 
RAS performance as univariate traits. However, a univariate 
design can miss underlying covariance shared across two or more 
correlated traits and therefore has low sensitivity for detecting 
shared genetic factors.24 We hypothesise that the correlations 
between RAN and RAS performance can partially be attributed to 
shared genetic factors.17 To test this hypothesis, we apply a multi-
variate genetic analysis to leverage covariance across phenotypes 
and to increase statistical power to identify the presence of genetic 
pleiotropy across different RAN and RAS tasks.24
MeThOdS
Subjects, recruitment and dnA collection
The GRaD study is a multisite, case–control study of RD in 
minority youth across the USA, Canada and Puerto Rico. Subject 
recruitment and collection of phenotype data and DNA were 
completed for 1432 unrelated children. Of these subjects, 1331 
children who passed genotyping quality control were included 
in the analysis.
The Colorado Learning Disability Research Center (CLDRC) 
cohort is a family-based sample selected for RD, Atten-
tion-Deficit/Hyperactivity Disorder (ADHD) and other learning 
disabilities. DNA and phenotype data from 318 participants, one 
from each twinship/sibship, were randomly selected for analysis 
from a total of 749 participants.
The Pediatric Imaging, Neurocognition, and Genetics (PING) 
study is a cross-sectional sample of typically developing children 
ranging in age from 3 to 20 years old. Imaging genetics analysis 
was conducted on 690 subjects with complete phenotype and 
genotype data.
Detailed descriptions of phenotypes, recruitment, inclusion 
and exclusion criteria, self-reported demographic breakdown, 
and DNA collection for each of the three samples are reported 
in the online supplementary methods and tables S1–S2.
Statistical analysis
A multivariate genome-wide association study (GWAS) of RAN 
Objects, RAN Letters and RAS Letters/Numbers was conducted 
using the R package MultiPhen.25 Joint models were corrected 
for the first three principal components (PC; online supplemen-
tary figure S1 and S2A) to correct for population stratification, 
sex, age and socioeconomic status (SES). A genome-wide signif-
icance threshold of p<5×10−8 was used to correct for multiple 
testing.26
Multivariate GWAS results were verified using a follow-up 
univariate GWAS on a latent variable composite of RAN Objects, 
RAN Letters and RAS Letters/Numbers in PLINK V.1.9 in the 
GRaD sample stratified by assignment to a ‘Hispanic American’ 
and ‘African American’ cluster based on genetic similarity to 1000 
genomes reference populations AMR (Ad Mixed American) and 
ASW (African–Americans in the Southwest USA), respectively 
(online supplementary figure S3). For the Hispanic American 
cluster, the univariate GWAS model was corrected for the effects 
of age, sex, SES and the first three ethnic-specific PCs to correct 
for intraethnic stratification (online supplementary figure S2B). 
For the African–American cluster, the model was corrected 
for age, sex, SES and the first two ethnic-specific PCs (online 
supplementary figure S2C). A meta-analysis was then conducted 
in METAL using summary statistics from the latent naming 
speed GWAS.27 Univariate analysis of covariance (ANCOVA) 
testing the top SNP against measures of reading fluency (Test of 
Word Reading Efficiency (TOWRE) and Woodcock-Johnson 3 
(WJ-III)) in the full GRaD sample was conducted in SPSS V.24. 
Models corrected for the effects of age, sex, SES and the first 
three genome-wide PCs (online supplementary figure S2A).
Replication was conducted using the CLDRC sample through 
joint analysis of RAN Colours, RAN Pictures, RAN Letters and 
RAN Numbers at SNPs identified in the GRaD discovery anal-
yses. Models were corrected for the effects of age, sex and the 
first genome-wide PC (online supplementary table S2).
Detailed descriptions of statistical analyses are reported in the 
online supplementary methods.
Bioinformatic analysis
All analyses were conducted using positions mapping to genome 
build GRCh37/hg19.
Predicted tissue-specific functionality in the genome was 
estimated through the presence of well-characterised DNase 
1 hypersensitivity sites and histone marks and using GenoSky-
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probability scores (GenoSkyline (GS) scores) for the whole 
brain and subregions of the brain (angular gyrus, prefrontal 
cortex, cingulate gyrus, anterior caudate, hippocampus, inferior 
temporal gyrus and substantia nigra) were obtained from the 
GenoSkyline database.
Follow-up analysis of epigenetic data from the Roadmap Epig-
enomics Project was conducted to identify predicted chromatin 
state in a genomic region of interest across specific tissue types. 
The 18-state model was evaluated in angular gyrus, prefrontal 
cortex, cingulate gyrus, anterior caudate, hippocampus, inferior 
temporal gyrus and substantia nigra. Data were visualised using 
the Washington University in St Louis EpiGenome Browser V.42.
The 3D Genome Browser was used to visualise publicly avail-
able chromatin contact maps at 10 kb resolution from adult 
hippocampal tissue.29 30
Detailed descriptions of the bioinformatic analysis are 
reported in the online supplementary methods.
neuroimaging genetic analysis
Neuroimaging genetics analysis in the PING sample was 
conducted using a linear regression association test in PLINK 
V.1.9. All analyses were corrected for the effects of age, sex, 
handedness, scanner device,31 intracranial volume, highest 
parental education, family income and the first four genome-
wide PCs to correct for population stratification (online supple-
mentary figure S2E). Left and right cortical volumes across seven 
regions of interest associated with the canonical reading network 
were tested for genetic association (online supplementary table 
S3). The left and right hippocampus was also included based on 
follow-up analyses, for a total of 16 assessed regions.
ReSulTS
Multivariate and univariate associations for RAn and RAS
There are significant Pearson correlations across RAN Objects, 
RAN Letters and RAS Letters/Numbers in the GRaD sample 
ranging from 0.621 to 0.781 (p<1×10−140; online supple-
mentary table S4), providing the rationale to use a multivar-
iate GWAS. Multivariate GWAS of RAS Letter/Numbers, RAN 
Objects and RAN Letters reveals a genome-wide significant 
effect for rs1555839 (p=4.03×10−8; genomic inflation factor 
[λ]=1.047; figure 1, online supplementary figure S4, table 1) 
located approximately 5 kb upstream from ribosomal protein 
L7 pseudogene 34 (RPL7P34). RPL7P34 is a long non-coding 
RNA (lncRNA) on chromosome 10 mapping between the 
genes LIPF and LIPJ. Additional SNPs approaching significance 
(p<1×10−5) cluster within a 70 kb region of chromosome 
10q23.31 that spans RPL7P34 and a gene called renalase (RNLS; 
MIM: 609360) (figure 1B). To determine whether specific vari-
ables may be driving the multivariate signal, we conducted an 
independent, post-hoc, univariate examination of RAN Objects, 
RAN Letters and RAS Letters/Numbers on the top SNPs iden-
tified in the multivariate analysis. The independent analysis 
shows that the SNPs located on chromosome 10q23.31 have 
an effect across all RAN and RAS tasks (table 1, online supple-
mentary figure S5–S7). The strongest association in the chro-
mosome 10q23.31 region is with SNP rs1555839 (β=−0.31, 
p=1.71×10−9) for RAS Letters/Numbers.
To further validate the findings from the multivariate GWAS 
of the full GRaD cohort, we performed a GWAS meta-analysis of 
Hispanic American (AMR cluster; n=883) and African–American 
(ASW cluster; n=441) participants in the GRaD sample on a latent 
naming speed variable (online supplementary figure S3). rs1555839 
and rs6963842, previously implicated in the multivariate GWAS 
of RAN Objects, RAN Letters and RAS Letters/Numbers, show 
suggestive association (p<1×10−6; λ=1.013; online supplemen-
tary figure S8, table S5). rs701825 on chromosome 10, also impli-
cated in the discovery multivariate GWAS, is also highly associated 
with naming speed latent variable in the meta-analysis. However, 
the significant heterogeneity statistic indicates a difference in the 
magnitude of the effect between Hispanic Americans and African–
Americans on naming speed, but the direction of effect remains 
the same (online supplementary table S5). Both the multivariate 
GWAS and the latent naming speed meta-analysis implicate the 
same regions of chromosome 7q31.1 and 10q23.31, providing 
independent evidence that findings are not from hidden popula-
tion stratification.
Due to significant correlations observed between RAN/RAS 
tasks and measures of word reading (r=0.325–578, p<1×10−32; 
online supplementary table S4), we evaluated whether allelic 
variation at rs1555839 was associated with mean differences in 
performance for TOWRE and WJ-III Basic Reading. Univariate 
ANCOVA shows a significant effect of rs1555839 with TOWRE 
(F[1,1281]=12.50, p=4.21×10−4, ηp
2=0.01) and WJ-III 
Basic Reading (F[1,1278]=13.47, p=2.53×10−4, ηp
2=0.01) 
(figure 2). Overall, performance on reading fluency and word 
reading is worse in the presence of the C allele at rs1555839, 
which is the same allele and direction of effect associated with 
reduced scores on RAN and RAS.
Replication of multivariate GWAS and latent naming speed 
GWAS meta-analysis
Next, we brought forward all three SNPs that achieved genome-
wide significance or were suggestive in both the discovery multi-
variate GWAS and the latent naming speed GWAS meta-analysis 
for replication in the CLDRC. Assessments of RAN Colours, RAN 
Letters, RAN Pictures and RAN Numbers were available in 318 
unrelated participants. RAN Objects and RAS Letters/Numbers 
were not assessed in the CLDRC. Multivariate analyses of RAN 
Colours, RAN Letters, RAN Pictures and RAN Numbers show 
a significant replication of rs701825 on chromosome 10, while 
we observe marginal significance with rs1555839. rs6963842 on 
chromosome 7 does not replicate (table 2). Post-hoc univariate 
association analysis shows a significant replication of rs1555839 
and rs701825 for RAN Letters (table 2, online supplementary 
table S6). The direction of effect on RAN Letters is the same for 
both cohorts (online supplementary table S6).
Bioinformatic analysis
RNLS, a gene located within 50 kB of rs1555839, is expressed 
in all regions of the brain (Genotype-Tissue Expression (GTEx) 
median >1 transcripts per million (TPM))32 and throughout the 
human lifespan (BrainSpan).33 LIPJ is expressed at low levels in 
the cerebellar hemisphere and cerebellum (median <0.7 TPM). 
LIPF is not expressed in the brain in either the GTEx or Brain-
Span databases.
We used GenoSkyline to evaluate the presence of predicted 
functional regions of the genome surrounding the 70 kb region 
of chromosome 10q23.31 spanning rs2576167–rs701825 impli-
cated in the discovery multivariate GWAS using epigenomic 
annotations from the National Institutes of Health Roadmap 
Epigenomics Project and Encyclopedia of DNA Elements 
(ENCODE). Within all sampled tissues, GenoSkyline predicts 
tissue-specific functionality surrounding our top SNPs. The 
first major peak (chr10:90341871–90343706) encompasses the 
promoter region of RNLS, reaching the maximum GS score of 









enet: first published as 10.1136/jmedgenet-2018-105874 on 17 April 2019. Downloaded from 
560 Truong DT, et al. J Med Genet 2019;56:557–566. doi:10.1136/jmedgenet-2018-105874
Complex traits
Figure 1 (a) Manhattan plot summarising the results of the multivariate genome-wide association study (gWaS) for ran Objects, ran letters and 
raS letters/numbers and (B) locusZoom plot of genomic region surrounding genome-wide significant SnP, rs1555839. the genome-wide-associated SnP, 
rs1555839, is marked by a black diamond. lncrna pseudogene, RPL7P34 (chr10: 90,377,980–90,378,691), is not represented in the locusZoom plot. grey 
line: Bonferroni correction for multiple testing, p<5×10−8. lncrna, long non-coding rna; ran, rapid automatised naming.
Table 1 Multivariate genome-wide association study results
Marker ChR BP Minor allele MAF
P value
GeneJoint model RAn Objects RAn letters
RAS letters/
numbers
rs1555839 10 90 382 820 C 0.16* 4.03×10−8† 7.06×10−5 6.20×10−6 1.71×10−9† RPL7P34
rs7913742 10 90 376 864 C 0.149 2.89×10−7 2.94×10−4 3.01×10−5 1.33×10−8† RPL7P34
rs10749593 10 90 374 057 C 0.153 3.04×10−7 4.30×10−4 2.21×10−5 1.31×10−8† RPL7P34
rs113424746 19 2 920 806 A 0.056 3.49×10−7 8.83×10−5 9.73×10−5 0.334 lnc-ZNF77-1
rs701825 10 90 417 547 G 0.132 7.92×10−7 5.47×10−4 1.35×10−6 6.15×10−8 –
rs6963842 7 107 634 989 G 0.471 8.57×10−7 2.43×10−4 1.84×10−7 2.08×10−6 LAMB1
Top associated markers with p<1×10−6 in the GRaD study that were identified using a joint model of RAN Objects, RAN Letters and RAS Letters/Numbers. Results from follow-up, 
independent univariate analysis of RAN Objects, RAN Letters and RAS Letters/Numbers at each marker are also represented. Markers were assigned to genes if they fell within 
the canonical gene body as described by 1000 Genomes Project Phase 3 (V.80 GRCh37).
*For self-reported African–Americans in the GRaD sample, rs1555839 has a MAF of 0.129. For self-reported Hispanic Americans, the MAF of rs1555839 is 0.178.
†Genome-wide significant (p<5×10−8).
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Figure 2 Mean differences in tOWre and WJ-iii Basic reading performance by allelic variation at rs1555839 in the graD study. in the presence of 
the c allele, there is a significant reduction in tOWre and WJ-iii Basic reading performance, while correcting for the effects of age, sex and population 
stratification (the first three principal components). error bars represent 95% ci. tOWre n=901, WJ-iii n=898; ***p<0.001. graD, genes, reading, and 
Dyslexia study.
Table 2 CLDRC multivariate replication
Marker ChR BP Minor allele MAF*
P value
Joint model RAn Pictures RAn Colours RAn letters RAn numbers
rs6963842† 7 107 634 989 T 0.495 0.360 0.963 0.644 0.856 0.244
rs1555839† 10 90 382 820 C 0.319 0.018 0.256 0.019 2.38×10−3‡ 0.086
rs701825† 10 90 417 547 G 0.282 4.60×10−3‡ 0.562 4.09×10−3‡ 9.32×10−4‡ 0.04
Results from the joint analysis of RAN Colours, RAN Pictures, RAN Letters and RAN Numbers across the top associated markers from the GRaD multivariate and meta-analytic 
discovery analyses. Results from follow-up, independent univariate analysis of RAN Pictures, RAN Colours, RAN Letters and RAN Numbers at each marker are also represented.
*MAF based on allele frequencies within the CLDRC sample.
†Imputed markers.
‡Survives Bonferroni correction for multiple testing (p<0.05/3=0.0161).
BP, base position; CHR, chromosome; CLDRC, Colorado Learning Disability Research Center; GRaD, Genes, Reading, and Dyslexia study; MAF, minor allele frequency; RAN, rapid 
automatised naming.
second major peak (chr10: 90376471–90376828) is within 2 kB 
of RPL7P34, reaching a maximum GS score of 1 in the whole 
brain, 0.886 in the hippocampus, 0.629 in the anterior caudate 
and 0.880 in the cingulate gyrus (figure 3A, online supplemen-
tary figure S9). GS scores for the angular gyrus, dorsolateral 
prefrontal cortex, inferior temporal gyrus and substantia nigra 
are less than 0.5 (online supplementary figure S9).
To determine the chromatin state of the 70 kb region of chro-
mosome 10q23.31 that contributes to high posterior probability 
scores for tissue-specific functionality in the genome, we evalu-
ated the 18-state model previously generated by the Roadmap 
Epigenomics Project. The region closely associated with the most 
significant SNPs in the GRaD discovery analysis (rs10749593, 
rs7913742, rs1555839) flanks an active enhancer site in the 
hippocampus and cingulate gyrus. These SNPs also flank regions 
of heterochromatin containing ZNF genes and repeats in the 
cingulate gyrus and inferior temporal lobe (figure 3B). In addi-
tion, an active transcription start site for RNLS is predicted in all 
brain regions (figure 3B).
Examination of LD blocks across different ethnic groups 
sampled in 1000 Genomes Phase 3 that are represented in the 
GRaD sample (Utah Residents with Northern and Western 
European Ancestry (CEU), Ad Mixed American (AMR) and 
Yoruba in Ibadan, Nigeria (YRI)) shows a single LD block 
spanning approximately 39 kb encompassing the segment that 
spans rs2576167–rs7913742 but not including rs1555839 or 
rs701825 (figure 3C; online supplementary table S7). However, 
in CEU and AMR, a single LD block spans the 70 kb segment 
that spans all SNPs of interest (figure 3C; online supplementary 
table S7). Values for D’ for CEU, AMR and YRI populations 
range from 1 to 0.87, indicating high correlation across these 
SNPs in chromosome 10q23.31.34 35 Taken together, these data 
suggest a similar genetic architecture across ethnic populations 
within this region.
To evaluate whether a potential enhancer–promoter interaction 
exists between the predicted enhancer site near RPL7P34 and active 
transcription start site for RNLS in the hippocampus, we exam-
ined extant Hi-C contact maps publicly available through the 3D 
Genome Browser.29 30 There is evidence that a chromatin interac-
tion is present between a region containing the predicted enhancer 
site and the active transcription start site at a 10 kb resolution in 
the adult hippocampus (figure 3D). No extant Hi-C contact maps 
are publicly available for the cingulate gyrus to evaluate a potential 
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Table 3 Association results of rs1555839 tested against reading-related regions of interest in the PING study
left Right
Beta Se P value Beta Se P value
Pars opercularis −33.65 66.87 0.615 −10.56 59.98 0.860
Pars orbitalis 8.777 26.69 0.742 −23.26 32 0.468
Pars triangularis −68.95 52.30 0.188 −73.55 60.86 0.227
Supramarginal gyrus −186.1 119.4 0.120 67.43 117.2 0.565
Inferior parietal cortex −68.74 138.1 0.619 −437 143.8 2.47×10−3*
Inferior temporal gyrus −191.6 117.7 0.104 −53.74 119 0.652
Fusiform gyrus −118.9 95 0.211 −185 85.32 0.030
Hippocampus† −53.64 20.6 9.42×10−3 −34.57 21.54 0.109
Statistical models were corrected for population stratification (first four principal components), age, sex, scanner device, handedness, intracranial volume, parental education and 
family income.
*Survives Bonferroni correction for multiple testing (p<0.05/16=3.13×10−3).
†Structure not part of the canonical cortical reading network.
Figure 3 epigenetic examination of chromosome 10q23.31 containing the top-performing SnPs in the graD discovery analysis. (a) Plot of gS scores 
obtained from genoSkyline indicating the posterior probability for functionality in the brain at each genomic locus. a genoSkyline (gS) score of 1 indicates a 
high probability for functionality, while a gS score of 0 suggests no functionality. (B) 18-state chromatin model from roadmap epigenomics Project showing 
predicted chromatin states based on the presence of H3K4me3, H3K4me1, H3K36me3, H3K27me3, H3K9me3 and H3K27ac sampled across different 
regions of the brain. (c) location of genes implicated in the graD discovery analysis, and location of linkage disequilibrium blocks (black bars) in ceU, aMr 
and Yri populations in 1000 genome Project Phase 3. (D) chromatin contact map of adult hippocampal tissue showing regions of chromatin interactions at 
10 kB resolution. Open stars represent the position of top chromosome 10q23.31 SnPs in the graD multivariate genome-wide association study (gWaS) 
analysis. aMr, ad Mixed american; graD, genes, reading, and Dyslexia study.
PInG neuroimaging genetic analysis
Following replication of rs1555839 and epigenetic analysis 
showing predicted functionality in brain tissue within the region 
of chromosome 10q23.31, we conducted a targeted neuroim-
aging genetics analysis in 690 typically developing children of 
various ancestral backgrounds from the PING sample. The C 
allele of rs1555839 is associated with lower cortical volume in 
the right inferior parietal cortex, after correcting for multiple 
testing (β=−437, p=2.43×10−3; table 3). There is a suggestive 
association between rs1555839 and lower cortical volumes in 
the left hippocampus (β=−53.64, p=9.42×10−3; table 3).
dISCuSSIOn
The present study is one of the first to examine the genetics 
of reading-related traits in an admixed population of Hispanic 
American and African–American children. Here, we describe 
a region of chromosome 10q23.31 that exceeds genome-wide 









enet: first published as 10.1136/jmedgenet-2018-105874 on 17 April 2019. Downloaded from 
563Truong DT, et al. J Med Genet 2019;56:557–566. doi:10.1136/jmedgenet-2018-105874
Complex traits
Letters and RAS Letters/Numbers—highly correlated tasks that 
are predictive of later reading outcome and reading ability in 
children and adults.6 We validated the GWAS results with a 
genome-wide meta-analysis of a univariate latent naming speed 
variable that implicates the same region of chromosome 10. 
Although results from the genome-wide meta-analysis did not 
attain genome-wide significance, this could reflect the loss of 
power by stratifying the GRaD cohort into smaller sample sizes, 
or perhaps the loss of power to identify genetic factors with 
pleiotropic effects using a univariate approach.24
Multivariate replication in a European sample further 
supports a shared effect from a small segment of chromo-
some 10 across RAN tasks. Within the CLDRC sample, only 
one endophenotype, RAN Letters, overlapped with the GRaD 
sample in the present analysis. Although this is not a perfect 
replication of the primary analysis, the high correlation across 
different RAN and RAS tasks16 17 and the underlying hypothesis 
of the overall study to identify shared genetic factors contrib-
uting to general RAN and RAS performance justify replicating 
in the CLDRC sample. Furthermore, the significant and same 
direction of effect we see with chromosome 10q23.31 SNPs, 
rs1555839 and rs701825, on RAN Letters in a different ethnic 
group suggests that these findings can be generalised across 
more than one population. This is supported by LD maps 
showing a similar underlying genetic architecture of this region 
across representative 1000 Genomes Project populations in 
CEU and AMR, as well as the high correlation across SNPs in 
CEU, AMR and YRI.
The most highly associated SNP in the RAS/RAN genome-wide 
screen, rs1555839, is located 5 kb upstream from the lncRNA, 
RPL7P34. The function of RPL7P34 is unknown, and the roles of 
lncRNAs in the genome are poorly understood. lncRNAs form a 
class of non-protein coding transcripts over 200 nucleotide bases 
long, and have characteristics that suggest functionality including 
tissue-specific expression, regulated expression, and regulation 
of gene expression and their networks.36 lncRNAs are reported 
to recruit transcription factors and interact with chromatin 
modifiers, suggesting that they facilitate epigenetic regulation of 
the genome.37 Approximately 40% of lncRNAs are expressed 
in the brain and are hypothesised to play critical roles in neural 
development such as neural proliferation and differentiation.38
Epigenetic examination of the region surrounding RPL7P34 
shows a predicted active enhancer site based on the presence 
of H3K4me1 and H3K27ac histone modifiers specifically in the 
hippocampus and cingulate gyrus. It is possible that RPL7P34 
plays a role in the recruitment of proteins that bind to enhancer 
sites, which promote transcription of nearby genes. The nearby 
gene RNLS, approximately 30 kb away, encodes the closest 
predicted transcription start site within the brain. Examination of 
chromatin contact maps shows that RPL7P34 and the promoter 
region of RNLS interact in the hippocampus, suggesting a poten-
tial enhancer–promoter interaction. Taken together, these results 
suggest that the enhancer region downstream from RPL7P34 
could regulate RNLS. However, further targeted functional anal-
yses to experimentally validate the molecular and epigenetic 
function of RPL7P34 and the nearby enhancer site would have to 
be conducted. It is also important to note that the epigenetic and 
Hi-C data in the brain analysed by the Roadmap Epigenomics 
Project were obtained from only two individuals.39 Although 
these data offer some clues to potential functionality, they 
should be interpreted with caution, considering the number of 
subjects sampled in the Roadmap Epigenomics Project, and lack 
of substantiation by a cell-based assay directly showing enhancer 
function in this region.
RNLS, implicated in our GWAS and epigenetic analysis, 
encodes a flavin adenine dinucleotide-dependent amine oxidase, 
called renalase, which metabolises catecholamines such as norepi-
nephrine and dopamine.40 41 Renalase is known to be secreted by 
the kidneys, circulates in blood, and modulates cardiac function 
and blood pressure.41 Gene expression data from GTEx and 
BrainSpan also suggest that renalase is present in the human 
central nervous system, including the cortex, hippocampus 
and cingulate gyrus.40 In vitro analysis of monoamine oxidase 
activity of renalase shows that it is most efficient in metabolising 
dopamine, but is also effective in metabolising epinephrine and 
norepinephrine.41 Two major neuromodulatory systems in the 
brain, dopaminergic and noradrenergic, play important func-
tions in motivation, attention, learning and memory forma-
tion—especially in the hippocampus and cingulate gyrus—but 
the functional role of renalase in metabolising neurotransmitters 
in the brain is currently unclear.40 42 However, genetic variants in 
RNLS have been associated with schizophrenia, a neuropsychi-
atric disorder that may be caused by an imbalance in neurotrans-
mission. Specifically, a recent study showed that human-induced 
pluripotent stem cell (hiPSC)-derived neurons from patients 
with schizophrenia had altered catecholamine release relative to 
control hiPSC-derived neurons.43
This is the first study to implicate RNLS in reading-re-
lated domains. However, it is not the first gene associated 
with the metabolism of catecholamines. COMT encodes cate-
chol-O-methyltransferase, which also degrades catecholamines 
in the brain, and has been associated with variation in reading-re-
lated tasks as well as functional networks associated with reading 
ability.44 45 There is also evidence showing neurochemical differ-
ences between poor readers and typically developing controls, 
suggesting that there could be alterations in how neurotransmit-
ters are metabolised in reading impaired individuals.46
Neuroimaging-genetic analysis indicates that rs1555839 is 
associated with variation in cortical volume in the right inferior 
parietal cortex. Limited studies have been conducted on struc-
tural neuroanatomical correlates of RAN, but there is evidence 
that RAN performance is associated with grey matter volumes in 
bilateral occipital-temporal and parietal-frontal regions, which 
include the right inferior parietal cortex.47 In addition, func-
tional variation in the right inferior parietal cortex has also been 
implicated in several reading-related tasks and RD.48
The small sample size is a limitation of this study for GWAS 
analyses. However, based on power calculations for a multivar-
iate GWAS, we had modest power of 0.68 to identify a genetic 
variant with a minor allele frequency of 0.16, effect size ranging 
from 0.03 to 0.013, and cross-phenotype correlation of 0.7, in 
a sample with 1263 individuals (both phenotype and genotype 
data) and α=5×10−8—all parameters applicable to this study 
and the observed SNPs showing most significant associations.49 
While hidden population admixture could be confounding our 
analyses, the calculated genomic inflation factor is within accept-
able ranges (λ<1.05) after correction, suggesting adequate 
control for population stratification. Furthermore, we split the 
GRaD cohort by genetic ancestry using k-means clustering with 
AMR and ASW reference populations and conducted a genome-
wide meta-analysis on a latent naming speed variable derived 
from performance across RAN Objects, RAN Letters and RAS 
Letters/Numbers, and we replicated the findings in an indepen-
dent sample of European ancestry, attaining similar results across 
all modes of analysis.
In conclusion, by leveraging different data sources and types 
across neuroimaging and epigenetic data, we identified and 
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with pleiotropic effects across RAN, RAS and reading abilities 
in a sample of Hispanic American and African–American youth. 
There is converging evidence that non-coding regions of the 
genome have an impact on reading-related traits, and the identi-
fication of an lncRNA associated with a reading endophenotype 
lends additional support.50 The association of RNLS also rein-
forces the hypothesis that alterations in neurochemical modu-
lation in the brain could contribute to impairments in reading 
performance. However, further functional assays must be 
conducted to shed mechanistic light on the pathways involved.
This study highlights the importance of studying the genetic 
architecture of RD across diverse ethnicities and how genetic 
effects and variants may differ (or be similar) across populations. 
This is critical in our understanding of the biological mechanisms 
that contribute to RD, and is necessary for presymptomatic iden-
tification and development of precision intervention strategies 
that are relevant to all populations.
electronic database information
 ► 1000 Genomes Project (http://www.internationalgenome.
org/).
 ► GenoSkyline (http://genocanyon.med.yale.edu/GenoSkyline).
 ► National Institutes of Health Roadmap Epigenomics Project 
(http://egg2.wustl.edu/roadmap/web_portal/index.html).
 ► 3D Genome Browser (http://promoter.bx.psu.edu/hi-c/view.
php).
 ► Pediatric Imaging, Neurocognition, and Genetics Portal 
(http://ping.chd.ucsd.edu/).
 ► FreeSurfer (http://surfer.nmr.mgh.harvard.edu/).
 ► LDlink (https://analysistools.nci.nih.gov/LDlink/?tab=home).
Author affiliations
1Pediatrics, Yale University School of Medicine, new Haven, connecticut, USa
2genetics, Yale University School of Medicine, new Haven, connecticut, USa
3Department of child and Youth Studies, Brock University, St catharines, Ontario, 
canada
4Department of Pediatrics-neurology, University of colorado School of Medicine, 
aurora, colorado, USa
5Department of Psychiatry and Behavioral Sciences, University of new Mexico, 
albuquerque, new Mexico, USa
6neurosciences & Mental Health Program, the Hospital for Sick children, toronto, 
Ontario, canada
7Department of neuropsychology, Kennedy Krieger institute, Baltimore, Maryland, 
USa
8institute for Behavioral genetics, University of colorado, Boulder, colorado, USa
9Department of Psychology and neuroscience, University of colorado, Boulder, 
colorado, USa
10eliot-Pearson Department of child Study and Human Development, tufts University, 
Medford, Massachusetts, USa
11language and genetics, Max-Planck-institut fur Psycholinguistik, nijmegen, the 
netherlands
12Donders institute for Brain, cognition and Behaviour, radboud University, 
nijmegen, the netherlands
13Donders institute for Brain, cognition and Behaviour, radboud University, 
nijmegen, the netherlands
14Department of Psychology, University of Denver, Denver, colorado, USa
15Pediatrics, University of nebraska Medical center, Omaha, nebraska, USa
16investigative Medicine, Yale University School of Medicine, new Haven, 
connecticut, USa
Acknowledgements We extend our sincere gratitude to all the individuals and 
their families who participated in the graD, clDrc and Ping studies. We are also 
grateful to the research assistants for their help with recruitment and data collection. 
We thank the staff at the Yale center for genome analysis for genotyping services. 
We also thank Dr Mellissa DeMille, Dr andrew DeWan, Dr Jeffrey Malins, Dr chintan 
Mehta and Dr Hongyu Zhao for invaluable discussion and critical evaluation of this 
manuscript.
Contributors Dtt designed the experiments, performed statistical analyses and 
wrote the manuscript. aKa and SP provided computational and bioinformatic 
support and edited the manuscript. JcF performed statistical analyses and edited the 
manuscript. rB, DeH, MWl, eMM, egW, MW, JcD, ag, cF, SeF, rKO, BFP, SDS and 
JB-H collected data and edited the manuscript. Jrg obtained funding for the graD 
study, collected data and edited the manuscript.
Funding the genes, reading, and Dyslexia study was funded by the Manton 
Foundation (Jrg, JcF, JB-H, Dtt). the colorado learning Disabilities cohort was 
funded by the eunice Kennedy Shriver national institute of child Health and Human 
Development national institutes of Health grant (P50HD027802; Jrg, JcD, rKO, 
BFP, SDS, egW). the Pediatric imaging, neurocognition, and genetics study was 
funded by the national institute on Drug abuse and the eunice Kennedy Shriver 
national institute of child Health and Human Development (rc2Da029475). Dtt 
was funded by the lambert Family and the eunice Kennedy Shriver national institute 
of child Health and Human Development (t32HD07094 and K99HD094902). aKa 
was funded by the eunice Kennedy Shriver national institute of child Health and 
Human Development (t32HD007149). the Max Planck Society supported ag, cF and 
SeF, and funded the genetic analyses of the clDrc cohort. the funders had no role 
in study design, data collection and analysis, decision to publish, or preparation of 
the manuscript.
Competing interests none declared.
Patient consent for publication not required.
Provenance and peer review not commissioned; externally peer reviewed.
data availability statement Summary statistics will be made available through 
the nHgri-eBi gWaS catalog https://www. ebi. ac. uk/ gwas/ downloads/ summary- 
statistics
Open access this is an open access article distributed in accordance with the 
creative commons attribution non commercial (cc BY-nc 4.0) license, which 
permits others to distribute, remix, adapt, build upon this work non-commercially, 
and license their derivative works on different terms, provided the original work is 
properly cited, appropriate credit is given, any changes made indicated, and the use 
is non-commercial. See: http:// creativecommons. org/ licenses/ by- nc/ 4. 0/.
ReFeRenCeS
 1 Shaywitz Se, Dyslexia SBa. Specific reading disability). Biological psychiatry 
2005;57:1301–9.
 2 carrion-castillo a, Franke B, Fisher Se. Molecular genetics of dyslexia: an overview. 
Dyslexia 2013;19:214–40.
 3 Plomin r. child Development and Molecular genetics: 14 Years later. Child Dev 
2013;84:104–20.
 4 carrion-castillo a, van Bergen e, Vino a, van Zuijen t, de Jong PF, Francks c, Fisher Se. 
evaluation of results from genome-wide studies of language and reading in a novel 
independent dataset. Genes Brain Behav 2016;15:531–41.
 5 gottesman ii, gould tD. the endophenotype concept in psychiatry: etymology and 
strategic intentions. AJP 2003;160:636–45.
 6 norton eS, Wolf M. rapid automatized naming (ran) and reading fluency: 
implications for understanding and treatment of reading disabilities. Annu Rev 
Psychol 2012;63:427–52.
 7 Waber DP, Forbes PW, Wolff PH, Weiler MD. neurodevelopmental characteristics 
of children with learning impairments classified according to the double-deficit 
hypothesis. J Learn Disabil 2004;37:451–61.
 8 Wolf M, O’rourke ag, gidney c, lovett M, cirino P, Morris r. the second deficit: an 
investigation of the independence of phonological and naming-speed deficits in 
developmental dyslexia. Read Writ 2002;15:43–72.
 9 Katzir t, Kim YS, Wolf M, Morris r, lovett MW. the varieties of pathways to dysfluent 
reading: comparing subtypes of children with dyslexia at letter, word, and connected 
text levels of reading. J Learn Disabil 2008;41:47–66.
 10 torppa M, lyytinen P, erskine J, eklund K, lyytinen H, Development l. 
language development, literacy skills, and predictive connections to reading 
in Finnish children with and without familial risk for dyslexia. J Learn Disabil 
2010;43:308–21.
 11 Schatschneider c, Fletcher JM, Francis DJ, carlson cD, Foorman Br. Kindergarten 
prediction of reading skills: a longitudinal comparative analysis. J Educ Psychol 
2004;96:265–82.
 12 Vukovic rK, Wilson aM, nash KK. naming speed deficits in adults with 
reading disabilities: a test of the double-deficit hypothesis. J Learn Disabil 
2004;37:440–50.
 13 van den bos KP, Zijlstra BJH, lutje Spelberg Hc. life-span data on continuous-naming 
speeds of numbers, letters, colors, and Pictured objects, and Word-reading speed. 
Scientific Studies of Reading 2002;6:25–49.
 14 Wolf M. rapid alternating stimulus naming in the developmental dyslexias*1. Brain 
and Language 1986;27:360–79.
 15 altemeier le, abbott rD, Berninger VW. executive functions for reading and writing in 









enet: first published as 10.1136/jmedgenet-2018-105874 on 17 April 2019. Downloaded from 
565Truong DT, et al. J Med Genet 2019;56:557–566. doi:10.1136/jmedgenet-2018-105874
Complex traits
 16 compton Dl, Olson rK, DeFries Jc, Pennington BF. comparing the relationships 
among two different versions of alphanumeric rapid automatized naming and word 
level reading skills. Scientific Studies of Reading 2002;6:343–68.
 17 Davis cJ, gayán J, Knopik VS, Smith SD, cardon lr, Pennington BF, Olson rK, DeFries 
Jc. etiology of reading difficulties and rapid naming: the colorado twin study of 
reading disability. Behav Genet 2001;31:625–35.
 18 Petrill Sa, thompson la, Deater-Deckard K, Dethorne lS, Schatschneider c. genetic 
and environmental effects of serial naming and phonological awareness on early 
reading outcomes. J Educ Psychol 2006;98:112–21.
 19 rubenstein KB, raskind WH, Berninger VW, Matsushita MM, Wijsman eM. genome 
scan for cognitive trait loci of dyslexia: rapid naming and rapid switching of letters, 
numbers, and colors. Am. J. Med. Genet. 2014;165:345–56.
 20 gialluisi a, andlauer tFM, Mirza-Schreiber n, Moll K, Becker J, Hoffmann P, ludwig 
KU, czamara D, St Pourcain B, Brandler W, Honbolygó F, tóth D, csépe V, Huguet g, 
Morris aP, Hulslander J, Willcutt eg, DeFries Jc, Olson rK, Smith SD, Pennington BF, 
Vaessen a, Maurer U, lyytinen H, Peyrard-Janvid M, leppänen PHt, Brandeis D, Bonte 
M, Stein JF, talcott JB, Fauchereau F, Wilcke a, Francks c, Bourgeron t, Monaco aP, 
ramus F, landerl K, Kere J, Scerri tS, Paracchini S, Fisher Se, Schumacher J, nöthen 
MM, Müller-Myhsok B, Schulte-Körne g. genome-wide association scan identifies 
new variants associated with a cognitive predictor of dyslexia. Transl Psychiatry 
2019;9.
 21 Wojcik g, graff M, nishimura KK, tao r, Haessler J, gignoux cr, Highland HM, Patel 
YM, Sorokin eP, avery cl, Belbin gM, Bien Sa, cheng i, cullina S, Hodonsky cJ, Hu 
Y, Huckins lM, Jeff J, Justice ae, Kocarnik JM, lim U, lin BM, lu Y, nelson Sc, Park 
S-Sl, Poisner H, Preuss MH, richard Ma, Schurmann c, Setiawan VW, Sockell a, Vahi 
K, Vishnu a, Verbanck M, Walker r, Young Kl, Zubair n, acuna-alonso V, ambite Jl, 
Barnes Kc, Boerwinkle e, Bottinger e, Bustamante cD, caberto c, canizales-Quinteros 
S, conomos MP, Deelman e, Do r, Doheny K, Fernandez-rhodes l, Fornage M, Heiss 
g, Henn BM, Hindorff la, Jackson rD, Hailu B, laurie ca, laurie cc, li Y, lin D-Y, 
Moreno-estrada a, nadkarni g, norman PJ, Pooler lc, reiner aP, romm J, Sabati c, 
Sandoval K, Sheng X, Stahl ea, Stram DO, thornton ta, Wassel cl, Wilkens lr, Winkler 
ca, Yoneyama S, Buyske S, Haiman c, Kooperberg c, le Marchand l, loos rJF, Matise 
tc, north Ke, Peters U, Kenny ee, carlson cS. the page study: how genetic diversity 
improves our understanding of the architecture of complex traits. bioRxiv 2018.
 22 Popejoy aB, Fullerton SM. genomics is failing on diversity. Nature 2016;538:161–4.
 23 Bustamante cD, De la Vega FM, Burchard eg. genomics for the world. Nature 
2011;475:163–5.
 24 galesloot te, van Steen K, Kiemeney lalM, Janss ll, Vermeulen SH. a comparison of 
multivariate genome-wide association methods. PLoS ONE 2014;9:e95923.
 25 O’reilly PF, Hoggart cJ, Pomyen Y, calboli FcF, elliott P, Jarvelin M-r, coin lJM. 
MultiPhen: joint model of multiple phenotypes can increase discovery in gWaS. PLoS 
ONE 2012;7:e34861.
 26 Pe’er i, Yelensky r, altshuler D, Daly MJ. estimation of the multiple testing burden for 
genomewide association studies of nearly all common variants. Genetic Epidemiology 
2008;32:381–5.
 27 Willer cJ, li Y, abecasis gr. Metal: fast and efficient meta-analysis of genomewide 
association scans. Bioinformatics 2010;26:2190–1.
 28 lu Q, Powles rl, Wang Q, He BJ, Zhao H. integrative tissue-specific functional 
annotations in the human genome provide novel insights on many complex traits 
and improve signal prioritization in genome wide association studies. PLoS Genet 
2016;12:e1005947.
 29 Wang Y, Zhang B, Zhang l, an l, Xu J, li D, choudhary MnK, li Y, Hu M, Hardison 
r, Wang t, Yue F. the 3D genome Browser: a web-based browser for visualizing 3D 
genome organization and long-range chromatin interactions. bioRxiv 2017.
 30 Zhang Y, an l, Xu J, Zhang B, Zheng WJ, Hu M, tang J, Yue F. enhancing Hi-c data 
resolution with deep convolutional neural network HicPlus. Nature Communications 
2018;9.
 31 Mehta cM, gruen Jr, Zhang H. a method for integrating neuroimaging into genetic 
models of learning performance. Genet. Epidemiol. 2017;41:4–17.
 32 lonsdale J, thomas J, Salvatore M, Phillips r, lo e, Shad S, Hasz r, Walters g, garcia 
F, Young n, Foster B, Moser M, Karasik e, gillard B, ramsey K, Sullivan S, Bridge J, 
Magazine H, Syron J, Fleming J, Siminoff l, traino H, Mosavel M, Barker l, Jewell S, 
rohrer D, Maxim D, Filkins D, Harbach P, cortadillo e, Berghuis B, turner l, Hudson e, 
Feenstra K, Sobin l, robb J, Branton P, Korzeniewski g, Shive c, tabor D, Qi l, groch 
K, nampally S, Buia S, Zimmerman a, Smith a, Burges r, robinson K, Valentino K, 
Bradbury D, cosentino M, Diaz-Mayoral n, Kennedy M, engel t, Williams P, erickson 
K, ardlie K, Winckler W, getz g, Deluca D, Macarthur D, Kellis M, thomson a, Young 
t, gelfand e, Donovan M, Meng Y, grant g, Mash D, Marcus Y, Basile M, liu J, Zhu J, 
tu Z, cox nJ, nicolae Dl, gamazon er, im HK, Konkashbaev a, Pritchard J, Stevens 
M, Flutre t, Wen X, Dermitzakis et, lappalainen t, guigo r, Monlong J, Sammeth 
M, Koller D, Battle a, Mostafavi S, Mccarthy M, rivas M, Maller J, rusyn i, nobel a, 
Wright F, Shabalin a, Feolo M, Sharopova n, Sturcke a, Paschal J, anderson JM, Wilder 
el, Derr lK, green eD, Struewing JP, temple g, Volpi S, Boyer Jt, thomson eJ, guyer 
MS, ng c, abdallah a, colantuoni D, insel tr, Koester Se, little ar, Bender PK, lehner 
t, Yao Y, compton cc, Vaught JB, Sawyer S, lockhart nc, Demchok J, Moore HF. the 
genotype-tissue expression (gtex) project. Nat Genet 2013;45:580–5.
 33 BrainSpan. BrainSpan: Atlas of the developing human brain. Secondary BrainSpan: 
atlas of the Developing Human Brain, 2011.
 34 gibbs ra, Boerwinkle e, Doddapaneni H, Han Y, Korchina V, Kovar c, lee S, Muzny D, 
reid Jg, Zhu Y, Wang J, chang Y, Feng Q, Fang X, guo X, Jian M, Jiang H, Jin X, lan t, li 
g, li J, li Y, liu S, liu X, lu Y, Ma X, tang M, Wang B, Wang g, Wu H, Wu r, Xu X, Yin Y, 
Zhang D, Zhang W, Zhao J, Zhao M, Zheng X, lander eS, altshuler DM, gabriel SB, 
gupta n, gharani n, toji lH, gerry nP, resch aM, Flicek P, Barker J, clarke l, gil l, Hunt 
Se, Kelman g, Kulesha e, leinonen r, Mclaren WM, radhakrishnan r, roa a, Smirnov 
D, Smith re, Streeter i, thormann a, toneva i, Vaughan B, Zheng-Bradley X, Bentley Dr, 
grocock r, Humphray S, James t, Kingsbury Z, lehrach H, Sudbrak r, albrecht MW, 
amstislavskiy VS, Borodina ta, lienhard M, Mertes F, Sultan M, timmermann B, Yaspo 
M-l, Mardis er, Wilson rK, Fulton l, Fulton r, Sherry St, ananiev V, Belaia Z, 
Beloslyudtsev D, Bouk n, chen c, church D, cohen r, cook c, garner J, Hefferon t, 
Kimelman M, liu c, lopez J, Meric P, O’Sullivan c, Ostapchuk Y, Phan l, Ponomarov S, 
Schneider V, Shekhtman e, Sirotkin K, Slotta D, Zhang H, McVean ga, Durbin rM, 
Balasubramaniam S, Burton J, Danecek P, Keane tM, Kolb-Kokocinski a, Mccarthy S, 
Stalker J, Quail M, Schmidt JP, Davies cJ, gollub J, Webster t, Wong B, Zhan Y, auton a, 
campbell cl, Kong Y, Marcketta a, gibbs ra, Yu F, antunes l, Bainbridge M, Muzny D, 
Sabo a, Huang Z, Wang J, coin lJM, Fang l, guo X, Jin X, li g, li Q, li Y, li Z, lin H, liu 
B, luo r, Shao H, Xie Y, Ye c, Yu c, Zhang F, Zheng H, Zhu H, alkan c, Dal e, Kahveci F, 
Marth gt, garrison eP, Kural D, lee W-P, Fung leong W, Stromberg M, Ward an, Wu J, 
Zhang M, Daly MJ, DePristo Ma, Handsaker re, altshuler DM, Banks e, Bhatia g, del 
angel g, gabriel SB, genovese g, gupta n, li H, Kashin S, lander eS, Mccarroll Sa, 
nemesh Jc, Poplin re, Yoon Sc, lihm J, Makarov V, clark ag, gottipati S, Keinan a, 
rodriguez-Flores Jl, Korbel JO, rausch t, Fritz MH, Stütz aM, Flicek P, Beal K, clarke l, 
Datta a, Herrero J, Mclaren WM, ritchie grS, Smith re, Zerbino D, Zheng-Bradley X, 
Sabeti Pc, Shlyakhter i, Schaffner SF, Vitti J, cooper Dn, Ball eV, Stenson PD, Bentley 
Dr, Barnes B, Bauer M, Keira cheetham r, cox a, eberle M, Humphray S, Kahn S, 
Murray l, Peden J, Shaw r, Kenny ee, Batzer Ma, Konkel MK, Walker Ja, Macarthur 
Dg, lek M, Sudbrak r, amstislavskiy VS, Herwig r, Mardis er, Ding l, Koboldt Dc, 
larson D, Ye K, gravel S, Swaroop a, chew e, lappalainen t, erlich Y, gymrek M, 
Frederick Willems t, Simpson Jt, Shriver MD, rosenfeld Ja, Bustamante cD, 
Montgomery SB, De la Vega FM, Byrnes JK, carroll aW, Degorter MK, lacroute P, 
Maples BK, Martin ar, Moreno-estrada a, Shringarpure SS, Zakharia F, Halperin e, 
Baran Y, lee c, cerveira e, Hwang J, Malhotra a, Plewczynski D, radew K, romanovitch 
M, Zhang c, Hyland Fcl, craig DW, christoforides a, Homer n, izatt t, Kurdoglu aa, 
Sinari Sa, Squire K, Sherry St, Xiao c, Sebat J, antaki D, gujral M, noor a, Ye K, 
Burchard eg, Hernandez rD, gignoux cr, Haussler D, Katzman SJ, James Kent W, 
Howie B, ruiz-linares a, Dermitzakis et, Devine Se, abecasis gr, Min Kang H, Kidd JM, 
Blackwell t, caron S, chen W, emery S, Fritsche l, Fuchsberger c, Jun g, li B, lyons r, 
Scheller c, Sidore c, Song S, Sliwerska e, taliun D, tan a, Welch r, Kate Wing M, Zhan 
X, awadalla P, Hodgkinson a, li Y, Shi X, Quitadamo a, lunter g, McVean ga, Marchini 
Jl, Myers S, churchhouse c, Delaneau O, gupta-Hinch a, Kretzschmar W, iqbal Z, 
Mathieson i, Menelaou a, rimmer a, Xifara DK, Oleksyk tK, Fu Y, liu X, Xiong M, Jorde 
l, Witherspoon D, Xing J, eichler ee, Browning Bl, Browning Sr, Hormozdiari F, 
Sudmant PH, Khurana e, Durbin rM, Hurles Me, tyler-Smith c, albers ca, ayub Q, 
Balasubramaniam S, chen Y, colonna V, Danecek P, Jostins l, Keane tM, Mccarthy S, 
Walter K, Xue Y, gerstein MB, abyzov a, Balasubramanian S, chen J, clarke D, Fu Y, 
Harmanci aO, Jin M, lee D, liu J, Jasmine Mu X, Zhang J, Zhang Y, li Y, luo r, Zhu H, 
alkan c, Dal e, Kahveci F, Marth gt, garrison eP, Kural D, lee W-P, Ward an, Wu J, 
Zhang M, Mccarroll Sa, Handsaker re, altshuler DM, Banks e, del angel g, genovese 
g, Hartl c, li H, Kashin S, nemesh Jc, Shakir K, Yoon Sc, lihm J, Makarov V, Degenhardt 
J, Korbel JO, Fritz MH, Meiers S, raeder B, rausch t, Stütz aM, Flicek P, Paolo casale F, 
clarke l, Smith re, Stegle O, Zheng-Bradley X, Bentley Dr, Barnes B, Keira cheetham r, 
eberle M, Humphray S, Kahn S, Murray l, Shaw r, lameijer e-W, Batzer Ma, Konkel 
MK, Walker Ja, Ding l, Hall i, Ye K, lacroute P, lee c, cerveira e, Malhotra a, Hwang J, 
Plewczynski D, radew K, romanovitch M, Zhang c, craig DW, Homer n, church D, 
Xiao c, Sebat J, antaki D, Bafna V, Michaelson J, Ye K, Devine Se, gardner eJ, abecasis 
gr, Kidd JM, Mills re, Dayama g, emery S, Jun g, Shi X, Quitadamo a, lunter g, 
McVean ga, chen K, Fan X, chong Z, chen t, Witherspoon D, Xing J, eichler ee, 
chaisson MJ, Hormozdiari F, Huddleston J, Malig M, nelson BJ, Sudmant PH, Parrish nF, 
Khurana e, Hurles Me, Blackburne B, lindsay SJ, ning Z, Walter K, Zhang Y, gerstein 
MB, abyzov a, chen J, clarke D, lam H, Jasmine Mu X, Sisu c, Zhang J, Zhang Y, gibbs 
ra, Yu F, Bainbridge M, challis D, evani US, Kovar c, lu J, Muzny D, nagaswamy U, 
reid Jg, Sabo a, Yu J, guo X, li W, li Y, Wu r, Marth gt, garrison eP, Fung leong W, 
Ward an, del angel g, DePristo Ma, gabriel SB, gupta n, Hartl c, Poplin re, clark ag, 
rodriguez-Flores Jl, Flicek P, clarke l, Smith re, Zheng-Bradley X, Macarthur Dg, 
Mardis er, Fulton r, Koboldt Dc, gravel S, Bustamante cD, craig DW, christoforides a, 
Homer n, izatt t, Sherry St, Xiao c, Dermitzakis et, abecasis gr, Min Kang H, McVean 
ga, gerstein MB, Balasubramanian S, Habegger l, Yu H, Flicek P, clarke l, cunningham 
F, Dunham i, Zerbino D, Zheng-Bradley X, lage K, Berg Jespersen J, Horn H, 
Montgomery SB, Degorter MK, Khurana e, tyler-Smith c, chen Y, colonna V, Xue Y, 
gerstein MB, Balasubramanian S, Fu Y, Kim D, auton a, Marcketta a, Desalle r, 
narechania a, Wilson Sayres Ma, garrison eP, Handsaker re, Kashin S, Mccarroll Sa, 
rodriguez-Flores Jl, Flicek P, clarke l, Zheng-Bradley X, erlich Y, gymrek M, Frederick 
Willems t, Bustamante cD, Mendez Fl, David Poznik g, Underhill Pa, lee c, cerveira e, 
Malhotra a, romanovitch M, Zhang c, abecasis gr, coin l, Shao H, Mittelman D, 
tyler-Smith c, ayub Q, Banerjee r, cerezo M, chen Y, Fitzgerald tW, louzada S, 
Massaia a, Mccarthy S, ritchie gr, Xue Y, Yang F, gibbs ra, Kovar c, Kalra D, Hale W, 









enet: first published as 10.1136/jmedgenet-2018-105874 on 17 April 2019. Downloaded from 
566 Truong DT, et al. J Med Genet 2019;56:557–566. doi:10.1136/jmedgenet-2018-105874
Complex traits
P, clarke l, Zheng-Bradley X, Bentley Dr, cox a, Humphray S, Kahn S, Sudbrak r, 
albrecht MW, lienhard M, larson D, craig DW, izatt t, Kurdoglu aa, Sherry St, Xiao c, 
Haussler D, abecasis gr, McVean ga, Durbin rM, Balasubramaniam S, Keane tM, 
Mccarthy S, Stalker J, Bodmer W, Bedoya g, ruiz-linares a, cai Z, gao Y, chu J, 
Peltonen l, garcia-Montero a, Orfao a, Dutil J, Martinez-cruzado Jc, Oleksyk tK, 
Barnes Kc, Mathias ra, Hennis a, Watson H, McKenzie c, Qadri F, larocque r, Sabeti 
Pc, Zhu J, Deng X, Sabeti Pc, asogun D, Folarin O, Happi c, Omoniwa O, Stremlau M, 
tariyal r, Jallow M, Sisay Joof F, corrah t, rockett K, Kwiatkowski D, Kooner J, tịnh 
Hiê’n trâ’n, Dunstan SJ, thuy Hang n, Fonnie r, garry r, Kanneh l, Moses l, Sabeti Pc, 
Schieffelin J, grant DS, gallo c, Poletti g, Saleheen D, rasheed a. a global reference for 
human genetic variation. Nature 2015;526:68–74.
 35 Machiela MJ, chanock SJ. lDlink: a web-based application for exploring population-
specific haplotype structure and linking correlated alleles of possible functional 
variants: fig. 1. Bioinformatics 2015;31:3555–7.
 36 Wu H, Yang l, chen l-l. the diversity of long noncoding rnas and their generation. 
trends in genetics.
 37 Smith Je, alvarez-Dominguez Jr, Kline n, Huynh nJ, geisler S, Hu W, coller J, Baker 
Ke. translation of small open reading frames within unannotated rna transcripts in 
Saccharomyces cerevisiae. Cell Reports 2014;7:1858–66.
 38 roberts tc, Morris KV, Wood MJa. the role of long non-coding rnas in 
neurodevelopment, brain function and neurological disease. Philosophical 
Transactions of the Royal Society B: Biological Sciences 2014;369.
 39 Kundaje a, Meuleman W, ernst J, Bilenky M, Yen a, Heravi-Moussavi a, Kheradpour 
P, Zhang Z, Wang J, Ziller MJ, amin V, Whitaker JW, Schultz MD, Ward lD, Sarkar a, 
Quon g, Sandstrom rS, eaton Ml, Wu Y-c, Pfenning ar, Wang X, claussnitzer M, liu 
Y, coarfa c, Harris ra, Shoresh n, epstein cB, gjoneska e, leung D, Xie W, Hawkins 
rD, lister r, Hong c, gascard P, Mungall aJ, Moore r, chuah e, tam a, canfield tK, 
Hansen rS, Kaul r, Sabo PJ, Bansal MS, carles a, Dixon Jr, Farh K-H, Feizi S, Karlic r, 
Kim a-r, Kulkarni a, li D, lowdon r, elliott g, Mercer tr, neph SJ, Onuchic V, Polak 
P, rajagopal n, ray P, Sallari rc, Siebenthall Kt, Sinnott-armstrong na, Stevens M, 
thurman re, Wu J, Zhang B, Zhou X, Beaudet ae, Boyer la, De Jager Pl, Farnham PJ, 
Fisher SJ, Haussler D, Jones SJM, li W, Marra Ma, McManus Mt, Sunyaev S, thomson 
Ja, tlsty tD, tsai l-H, Wang W, Waterland ra, Zhang MQ, chadwick lH, Bernstein Be, 
costello JF, ecker Jr, Hirst M, Meissner a, Milosavljevic a, ren B, Stamatoyannopoulos 
Ja, Wang t, Kellis M. integrative analysis of 111 reference human epigenomes. Nature 
2015;518:317–30.
 40 Hennebry Sc, eikelis n, Socratous F, Desir g, lambert g, Schlaich M, renalase SM. 
renalase, a novel soluble FaD-dependent protein, is synthesized in the brain and 
peripheral nerves. Mol Psychiatry 2010;15:234–6.
 41 Xu J, li g, Wang P, Velazquez H, Yao X, li Y, Wu Y, Peixoto a, crowley S, Desir gV. 
renalase is a novel, soluble monoamine oxidase that regulates cardiac function and 
blood pressure. J Clin Invest 2005;115:1275–80.
 42 Kobayashi K. role of catecholamine signaling in brain and nervous system functions: 
new insights from mouse molecular genetic study. J Investig Dermatol Symp Proc 
2001;6:115–21.
 43 Hook V, Brennand KJ, Kim Y, toneff t, Funkelstein l, lee Kc, Ziegler M, gage FH. 
Human iPSc neurons display activity-dependent neurotransmitter secretion: aberrant 
catecholamine levels in schizophrenia neurons. Stem Cell Reports 2014;3:531–8.
 44 landi n, Frost SJ, Mencl We, Preston Jl, Jacobsen lK, lee M, Yrigollen c, Pugh 
Kr, grigorenko el. the COMT Val/Met polymorphism is associated with reading-
related skills and consistent patterns of functional neural activation. Dev Sci 
2013;16:13–23.
 45 grigorenko el, Deyoung cg, getchell M, Haeffel gJ, Klinteberg BaF, Koposov ra, 
Oreland l, Pakstis aJ, ruchkin VV, Yrigollen cM. exploring interactive effects of genes 
and environments in etiology of individual differences in reading comprehension. 
Develop Psychopathol 2007;19:1089–103.
 46 Pugh Kr, Frost SJ, rothman Dl, Hoeft F, Del tufo Sn, Mason gF, Molfese PJ, Mencl 
We, grigorenko el, landi n, Preston Jl, Jacobsen l, Seidenberg MS, Fulbright rK. 
glutamate and choline levels predict individual differences in reading ability in 
emergent readers. J Neurosci 2014;34:4082–9.
 47 He Q, Xue g, chen c, chen c, lu Z-l, Dong Q. Decoding the neuroanatomical basis of 
reading ability: a multivoxel morphometric study. J Neurosci 2013;33:12835–43.
 48 Hoeft F, Meyler a, Hernandez a, Juel c, taylor-Hill H, Martindale Jl, McMillon 
g, Kolchugina g, Black JM, Faizi a, Deutsch gK, Siok Wt, reiss al, Whitfield-
gabrieli S, gabrieli JDe. Functional and morphometric brain dissociation between 
dyslexia and reading ability. Proceedings of the National Academy of Sciences 
2007;104:4234–9.
 49 Porter HF, O’reilly PF. Multivariate simulation framework reveals performance of multi-
trait gWaS methods. Sci Rep 2017;7.
 50 Devanna P, chen XS, Ho J, gajewski D, Smith SD, gialluisi a, Francks c, Fisher 
Se, newbury DF, Vernes Sc. next-gen sequencing identifies non-coding variation 








enet: first published as 10.1136/jmedgenet-2018-105874 on 17 April 2019. Downloaded from 
